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DETAILED ACTION 

Claims 1-16, 18, 23, 24, 32 and 33 have been cancelled. Claim 34 is new. 
Claims 17, 19-22, 25-31 and 34 are pending and under examination. Applicant's 
amendment has necessitated a new ground of rejection. Accordingly, this Action is 
FINAL. 

Comment: Please insert the continuity data at the top of page 1 . — This 
Application is a 371 of PCT/IT03/00401 filed on 06/27/2003. — 

Withdrawn rejections: 

Applicant's amendments and arguments filed [insert date] are acknowledged and 
have been fully considered. Any rejection and/or objection not specifically addressed 
below is herein withdrawn. 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in section 102 of this 
title, if the differences between the subject matter sought to be patented and the prior art are such that the subject matter as a 
whole would have been obvious at the time the invention was made to a person having ordinary skill in the art to which said 
subject matter pertains. Patentability shall not be negatived by the manner in which the invention was made. 

The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1 , 148 
USPQ 459 (1966), that are applied for establishing a background for determining 
obviousness under 35 U.S.C. 103(a) are summarized as follows: 
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1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating 
obviousness or nonobviousness. 

Claims 17, 19-22, 25-31 and 34 are rejected under 35 U.S.C. 103(a) as being 

unpatentable over Roser et al. (US 5,958,455) in view of BASF technical information 

Kollidon VA 64 March 2000 pages 2-10 and Kolter et al. (Drug Development and 

Industrial Pharmacy 2000, 26(1 1 ), 1 1 59-1 1 65) and with respect to claims 1 7 and 34 

Czekaietal. (US 5,862,999). 

Applicant claims a method for preparing a composite product comprising a step 
in which an active substance in powder form undergoes co-grinding with a carrier 
comprising N-vinyl-2-pyrrolidone/vinyl acetate copolymer in powder form. 

Determination of the scope and content of the prior art 
(MPEP 2141.01) 

Roser et al. teach in column 15, Example 3: 
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EXAMPLE 3 



Use of AAT for Making Tablets Containing Active 
Agent: Stability Enhancement Over Use of 
Crystalline TD 

Pre-fonnukted powders, containing AAT and a synthetic 
together with binders and lubricants 
"~ i, Citric acid (BDK) 5 Aerosil 
200<Degu>-it Masjrv n -lean; >BDh>, Sod am lauryl 
sulfate (BDH), Polyethylene glycol 8000 (BDH), Glyceryl 
monostearate (Akz© Nobel) and Lutrol F68 (BASF) were 
t vr j ^ij.im ^ -i JB raun coffee L.^fo.fe*/ 0 * 1 a ^ ew ^^cds, 
before ix ng ^evcd'tEi ugl " ^n ^'(500 men ni screen 
Tahletkg was performed on a Manesty F3 single station, 
direct compression press. The speed was set at about 60-70 
tablets per minute and compression was approximately 
1—1,5 torn. The flow of the blend was controlled to give the 
desired weight distribution of the tablets produced. 



It is the Examiner's position that a premixed powder composition of active 
substance and N-vinyl-2-pyrrolidone/vinyl acetate copolymer was ground in a coffee 
grinder resulting in particles less than 500 microns. 
Roser et al. teach in claims 1-6: 
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1, A method of making tablets comprising the steps of: 



(a) combining con - aents comprisi g an amount of 
anhydrous trehalose sufficient to act as m effective 
diluent in the tablets formed and an amount of an flslisg 
a fient s iacfa that each tablet formed contains an effective 
amount of active agent and an amount of aqueous 
solvent sufficient to suspend or dissolve the anhydrous 
trehalose and active agent; 

(b) processing the product of step (a) to form a powder 
comprising a substantially homogeneous mixture oi ! lit 
components, wherein the powder is formed using a 
process other than spray freeze diving; and 

(c) forming tablets from the powder. 

2. The method according to claim 1, wherein the compo- 
nents of step a) further comprise at least one exeipient 

3. The method according to claim 1, further comprising 
the steps o bl) a_ ^iif^y ti '1 dt- 1_ id b 2 ) 
mixing the exclpients and" powder to form a substantial!} 
homogeneous mixture. 

4. The method according to claim 1 or 2, wherein the 
exeipient is selected from the group consisting of diluents, 
b ^dcrs^ Lubricants, disintegrants, coloring agents and fla- 
voring agents. 

5. The method according to claim 4. wherein the diluent 
is selected from the group consisting of trehalose,, dicalciuin 
phosphate, dinydrate, calcium, tricalcium phosphate, 
sulfate,, lactose, spray-dried lactose, prs-gelatimzed starch, 
microcrystalline cellulose, cellulose, kaolin, mannitoi, 
sodium chloride, dry starch and powdered sugar. 

6. The method according to claim 4, wherein the binder is 
selected from the group consist ng of starch, gdrin. sugars, 
natural and synthetic gums, Ludipress, Kollidon, polyvinyl 
pyrrolidone and hydroxyethyl starch, ;;i!!sii ^s^ 5i: 

Roser et al. teach dry mixing and grinding as a common method of forming powders in 



column 9, lines 19-27. 
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then used to produce the dry powder formulation. This 
Incorporates the active agent directly in the tablet without 
the need for subsequent processing prior to tableting to 
combine the dry active agent and binder. The various 
v^irr T.ents c«n, oi cv:-e. h e e>. , , .K/;cy \ re >\ torrn aoJ 
mixed by any method known m *e irt sucrs as cau mg, 
granukdng ? ending ^cJ .gracing Tbi^ is the most 
mon method of forming 3_ *vders for tableting and is suitable 
for use where homogeneity at a molecular level is not 
required. 

Roser et al. teach Kollidon VA 64 as the binder (column 10, lines 65-67). 
From the technical information sheet on page 4, Kollidon VA 64 is: 



Application/Control Number: 10/561,707 
Art Unit: 1616 



Page 7 



Kollidon V'A 64 is a vinylpyrroiidone-vinyl acetate copolymer that is soluble 
both in watei and in alcohols. It is used in the pharrn ic ;uth al indu? tr , as a 
binder in tablets, as a granulating agent, as a retarding agent and as a 
film-forming agent, 

It is available from BASF as Product No. 95405-2-43. 

For further details that are beyond the scope of this leaflet, please consult 
the book. "Kollidon - Polyvinylpyrrolidone for the Pharmaceutical Industry" 
4 th edition 19 ) ) (BASF No B 390 e] 

Copoiyyidone; Copovidone; VP/VAc copolymer 60/40; copolymer of 
1 -vinyl-2-pyrrolidone and vinyl acetate in a ratio of 6 : 4 by mass. 




(C 8 H 9 NO) n x {C 4 H 6 O z ) m 
M r = (111.1} n x(86.1} m 
n -1. 2 rn 

The particle size distribution on page 6 is: 

2.7 Particle size distribution The following value? were detenninecf with m a'w-pt sieve ,in :i should be 



hiner than SO jjfil 
Coarser than 250 um 



appros, 15% 
appfos- 1-2% 
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Roser et al. teach that the active agent can be any known in the tabletting art and is 
typically a pharmaceutical agent (column 11, lines 25-67 and claim 20). 

The BASF technical sheet on Kollidon VA 64 is discussed in detail above and that 
discussion is hereby incorporated by reference. 

Kolter et al. teach Kollidon VA 64 has binding properties that far exceed those of 
other binders and that Kolldion VA 64 allows for the manufacture of tablets with 
outstanding mechanical properties (Page 1165, conclusion). 

Czekai et al. teach methods of grinding pharmaceutical substances (Abstract and 
claims 1-26). Czekai et al. teach in column 3, lines 30-39: 

Grinding can take place in any suitable grinding mill 
Suitable mills include an airjet mill, a roller mill., a ball mill, 
as attritor mill, a vibratory mill, a planetary mill, a sand mill 
and a bead mill A high energy media mill is preferred 
especially when the grinding media is a polymeric resin. The 
mill can contain a rotating shaft. This invention can also be ' 
practiced in conjunction with high speed disperses such as 
a Cowles disperses rotor-stator misers, or other conven- 
tional mixers which can deliver high fluid velocity and. high 
shear. 

And in column 3, lines 57-64: 

The attrition time can vary widely and depends primarily 
upon the particular therapeutic or diagnostic agent, mechani- 
cal means and residence conditions selected, the initial and 
desired final particle size and so forth. For roller mills, * 
processing times from several days to weeks may be 
required. On the other hand, residence times of less than 
about. 8 hours are generally required using high energy 
disperse rs and/or media mills. 
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Czekai et al. thus establish a wide variety of means to achieve grinding in the art as 
well as various processing times. 

Ascertainment of the difference between the prior art and the claims 
(MPEP 2141.02) 

1 . The difference between the instant application and Roser et al. is that Roser et 
al. do not expressly teach a method of co-grinding NSAIDs, anti-hypertensives, and 
hepato-biliary agents. 

2. The difference between the instant application and Roser et al. is that Roser et 
al. do not expressly teach a method of co-grinding where the active substance and 
copolymer are introduced into the grinding mill without premixing wherein the co- 
grinding step is carried out in the grinding chamber of a grinding mill. 

3. The difference between the instant application and Roser et al. is that Roser et 
al. do not expressly teach a method of co-grinding where the co-grinding is carried out 
at low or high energy for times varying from 0.1 to 48 hours or the narrower range of 0.5 
to 8 hours. This deficiency in Roser et al. is cured by the teachings of Czekai et al. 

Finding of prima facie obviousness 

Rational and Motivation (MPEP 2142-2143) 

1 . It would have been obvious to one of ordinary skill in the art at the time the 
claimed invention was made to co-grind NSAIDs, anti-hypertensives, hepato-biliary 
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agents, and any of the pharmaceutical agents listed in claims 25 and 26 with N-vinyl-2- 
pyrrolidone/vinyl acetate copolymer, as suggested by Roser et al., and produce the 
instant invention. 

One of ordinary skill in the art would have been motivated to do this because 
Roser et al. teaches that any pharmaceutical agent, which would encompass those in 
claims 20-26, can be used and co-ground with Kollidon VA 64. 

The Examiner notes that is appears as if Applicant has 'discovered' certain 
technical properties of the N-vinyl-2-pyrrolidone/vinyl acetate copolymer such as: "The 
formation of inter-particle bonds enables to obtain a tablet pharmaceutical form having a 
higher hardness than the one that could be obtained with other traditional excipients..." 
(specification page 6, line 33 to page 7, line 2). However, such an increase in hardness 
is already known in the art as taught by Kolter et al. (pag- 1 164, Table 8). Indeed, 
Kolter et al. teach that Kollidon VA 64 produces the steepest increase in hardness 
(page 1 164, top right column). The art has thus established the beneficial properties of 
using Kollidon VA 64 in tablet composition. 

2. It would have been obvious to one of ordinary skill in the art at the time the 
claimed invention was made to co-grind where the active substance and copolymer are 
introduced into the grinding mill without premixing and produce the instant invention. 

One of ordinary skill in the art would have been motivated to do this because the 
end result remains the same; a ground powdered sample is obtained. It is obvious to do 
the grinding in the grinding chamber of the grinder in the absence of evidence to the 
contrary. Selection of any order of mixing ingredient is prima facie obvious in the 
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absence of new or unexpected results (see, e.g., In re Gibson, 5 USPQ 230 - CCPA 
1930) -MPEP 2144.04.) 

3. It would have been obvious to one of ordinary skill in the art at the time the 
claimed invention was made to co-grind where the co-grinding is carried out at low or 
high energy for times varying from 0.1 to 48 hours or the narrower range of 0.5 to 8 
hours. 

One of ordinary skill in the art would have been motivated to do this because it is 
merely routine optimization of the grinding method selected, as taught by Czekai et al., 
to arrive at the instantly claimed times. 

Summary: The art teaches grinding pharmaceutical formulations. The art 
teaches various means of grinding. The art teaches that the copolymer of N-vinyl-2- 
pyrrolidone/vinyl acetate is the best binder. One of ordinary skill in the art would desire 
the best binding agent in their drug formulation and co-grind the drug with N-vinyl-2- 
pyrrolidone/vinyl acetate copolymer with the expected result of producing the best 
composite product. From recent case law: "the results of ordinary innovation are not the 
subject of exclusive rights under the patent laws." (KSR INTERNATIONAL CO. v. 
TELEFLEX INC. ET AL. 550 U. S. (2007) page 24). 

A reference is good not only for what it teaches by direct anticipation but also for 
what one of ordinary skill in the art might reasonably infer from the teachings. {In re 
OpprechtW USPQ 2d 1235, 1236 (Fed Cir. 1989); In re Bode 193 USPQ 12 (CCPA) 
1976). 
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In light of the forgoing discussion, the Examiner concludes that the subject matter 
defined by the instant claims would have been obvious within the meaning of 35 USC 
103(a). 

From the teachings of the references, it is apparent that one of ordinary skill in 
the art would have had a reasonable expectation of success in producing the claimed 
invention. Therefore, the invention as a whole was prima facie obvious to one of 
ordinary skill in the art at the time the invention was made, as evidenced by the 
references, especially in the absence of evidence to the contrary. 

Response to arguments: 

In response to applicant's arguments against the references individually, one 
cannot show nonobviousness by attacking references individually where the rejections 
are based on combinations of references. See In re Keller, 642 F.2d 413, 208 
USPQ 871 (CCPA 1981); In re Merck & Co., 800 F.2d 1091, 231 USPQ 375 (Fed. Cir. 
1986). Applicant asserts that the teachings of Roser et al. do not even in the slightest 
suggest that the mixture is co-ground. The Examiner cannot agree. Roser et al. used a 
grinder. The purpose of a grinder is to grind. Applicant's arguments are not persuasive. 
The rejection is maintained. 
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Conclusion 

No claims are allowed. 

Applicant's amendment necessitated the new ground(s) of rejection presented in 
this Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP 
§ 706.07(a). Applicant is reminded of the extension of time policy as set forth in 37 
CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the date of this final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Ernst V. Arnold whose telephone number is 571-272- 
8509. The examiner can normally be reached on M-F (6:15 am-3:45 pm). 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Johann Richter can be reached on 571-272-0646. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 

Ernst Arnold 
Patent Examiner 
Technology Center 1600 
Art Unit 1616 

/Johann R. Richter/ 

Supervisory Patent Examiner, Art Unit 1616 



